The propulsion of colonic contents throughout the large bowel is one of the main mechanisms involved in the act of defecation. The advancement of these contents is due to a complex interplay that involves both segmental and propagated motor activity, with the latter featuring a paramount role in shifting contents within the lumen. Although the pathophysiologic basis of chronic constipation is still incompletely understood [1] , feeble or absent colonic propagated activity is often observed in these patients [2, 3] . Therefore, since drugs can increase the frequency and amplitude of colonic contractions, especially the manometric equivalents of mass movements, termed high-amplitude propagated contractions [4] , such medications could prove useful tools in constipation treatment. To date, objective documentation in humans of such stimulation is available for only a few clinically available drugs, including bisacodyl [5] , macrogol [6] , chenodeoxycholic acid [7] , and prucalopride [8] .
Caution should, however, be the rule when interpretating such data, since some of these studies have been conducted only in healthy volunteers [6] [7] [8] , and at least for one of them the findings have not been reproduced in either controls or patients [9] ; therefore, further data, possibly obtained in patients with chronic constipation, would be indeed welcome.
In recent years, there had been interest in ghrelin, an orexigenic hormone secreted by the stomach that stimulates gut motility by signaling via the vagus nerve in the upper gastrointestinal tract and the pelvic nerves in the colon [10] .
In this issue of Digestive Diseases and Sciences, Acosta and colleagues report their experience with the pentapeptide ghrelin agonist, relamorelin, a drug that accelerates colonic transit and increases the number of spontaneous bowel movements, on the motility and compliance of the descending colon in chronically constipated patients [11] . Although the study was conducted in a brief time framethe overall investigation period lasted 4 h and the drug effect was evaluated for only 1 h after meal ingestion-it was conducted by a well-designed protocol using a manometry-barostat assembly that enabled the concomitant recording of left colonic tone. Subcutaneous injection of relamorelin, 100 lg, stimulated high-and low-amplitude propagated activity in the left colon of these patients while not influencing the basal or postprandial phasic motor activity, nor wall compliance or visceral sensation.
The main limitation of this study was that since it was carried out over a relatively short time period, the effects of relamorelin in the time course following its administration were not available; however, recent publications from the same group reported that this drug maintains its clinical efficacy for hours in patients complaining of chronic constipation [12] , suggesting that the propulsive effects of relamorelin might last longer than the hour reported in the present study.
All in all, the available literature and those provided in the study suggest that since relamorelin might be considered as a relatively pure ''pusher,'' at least in the colon, this drug may be effective in the treatment of constipation, even though its propulsive effects seem to be relatively feeble when compared with those characteristic of other drugs [5] [6] [7] [8] . Nevertheless, its ability to stimulate proximal gut motility [11] combined with its subcutaneous route of administration might benefit not only conventional constipated subjects, but also other subtypes of constipation such as in post-operative and neutrally compromised patients, and in patients refractory to all other medications [13] . Indeed, having available new drugs with different mechanisms of action would likely offer the possibility of affecting multiple pathways, increasing the probability of therapeutic success, thereby avoiding more invasive options such as surgery.
Indeed, it is frustrating that notwithstanding numerous published reports, there are still too few drugs specifically intended to treat constipation; the recent demonstration of abnormalities within the enteric nervous system in at least the more severely affected patients [14] might in the future address the research in a more targeted manner, focusing on the correction or the augmentation of failing mechanisms such as propulsion or response to eating by acting on specific cell populations (particularly the enteric glia) that appear to be of importance to the pathophysiology of this condition [15] .
In the meantime, as we look forward to future developments, the availability of new drugs with novel mechanisms of action should be a boon to patients with refractory severe constipation. By discovering new therapeutic targets, it is likely that new drugs will follow which greatly alleviate the suffering experienced by this large but unheralded population.
